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_ TU . .. „ . C1M a, 2b)D This action is non-final. 

Disposition of Claims 
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DETAILED ACTION 

A request for continued examination under 37 CFR 1.114, including ,he fee set forth in 
37 CFR 1. 17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.114, and the fee se, forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the prevtous Office action has been withdrawn pursuant to 
37 CFR 1 . 1 14. Applicant's submission filed on December 23, 2003 has been entered. 

Response to Arguments 
The text of those sections of Title 35, U.S. Code not included in thts action can be found 

in a prior Office action. 

Claims 1-5, 7-10, 13, 15-22, and 24-27 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Hodgson e. al. in view of Dyer e, al., Marasco et al., and Mislick e. al, for the 
same reasons of record as set forth in the Office action matled September 25, 200. 

The invention of the above claims is drawn to a method for mtroducng a virus into a cell 
in v,v. comprising contacting said cell with a virus and a charged compound, wherein said 
compound may be a charged polysaccharide, a polylysine, an acyclodextrm, a 
diethylammoethane, or a po.yethylene glycol, wherein said charged polysaccharide may be 

therapeutic product, or wherein the ce.l is in a human or may be a cancer cell, muscie cel., or 
wherem the human has a condition to be treated by the therapeutic gene of the virus. 
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Apphcants traverse the rejection above on the grour.Cs tha, the examiner d.d not provide 
asuffrcien, basis for combmrng the references Appiicants particuiarty traverse the —ion 
ofDy er which was rehed upon for teaching that giycosaminogiycans (GAGs) can assrst vtral 
lection, wtth the renraining references, such tha, one of skill in the art would arrive at the 
pres ent ly claimed invention. Appi.cants argue tha, in addition to the failure to provrde motivate 
.ocombmethe references, that Dyer actuaUy teaches away from the present invention whereby 
vira , specific entry ,nto cells is enhanced * vivo by the presence of a charged compound, 
b ecause Appi.cants argue that there is no ind,ation tha, Dyer, method would have a posifve 
effect on transfection in vivo, and because statements discussed below appear to support 
Applicants contention tha, Dyer actually teaches away from the present methods. Apphcants 
emphas,e ,ha, Dyer's use of a eel, Ime lackmg endogenously produced GAGs ,s the only reason 
thatthe charged compound ofDyer (dextran sulfate, DS) was found to enhance viral-spec.f.c 
cellular transfection, and tha, statements presented m this paper pom. away from the successfirl 
practice ofDyer' s method in the whole animal in vivo. 

These arguments have been consumed but are not persuasive. In response to apphcanfs 
argument that there is no suggestion ,o comb.ne , he references, part.cular,y in regards* Dyer, 
,he examiner recogmzes tha, obviousness can only be es,ab,ished by comb.nmg or mod„y,n g ,»e 
teachings of ,he prior art to produce the claimed invention where there is some teachmg, 
suggestion, or mo,va.ion,o do so found erther in the references themselves or ,n the knowledge 
generally available to one of ordinary ski!, in the art. See In re Fine, 837 F.2d 1071, 5 
USPQ2d 1596 (Fed. Cir. 1988)and /„ re Jones, 958 F.2d 347, 2, USPQ2d 194, (Fed. Cir. .992). 
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In this case, in response ,o the allegation that there is no motivation in particu.ar to combine the 
methods of the instant references with Dyer, it is pointed out that Hodgson was relied upon in 
part for teaching a method of transfecting cells using viral particles in combination with a 
charged compound, and that Hodgson teaches that this method could be used in wvo to enhance 
gene therapy. Because one of ordinary skill in the art is motivated to enhance gene therapy, as 
underscored throughout the introduction of Hodgson et a.., and because Dyer et al. teach both a 
method of enhancing transfection of HSV-1 using DS, and that HSV-1 ,s capable of infecting a 
variety of cell types in different animals, one would have been motivated to combine the 
methods of the references in Ww, thus one of ordinary skill in the art would have arrived at the 

invention as presently claimed. 

Applicant has also arguen that the teachings of Dyer et al. actually teach away from the 
present invention, and have supplied comments to substantiate this claim. In response to 
apphcanf s arguments against the references individually, one cannot show nonobviousness by 
attacking references individually where the rejections are based on combinations of references. 
See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981); In re Merck & Co., 800 F.2d 1091, 

231 USPQ 375 (Fed. Cir. 1986). 

However, regarding the argument that Dyer et al. teaches away from the motivation to 
oombhre as described above, it is pointed out that all of Applicants' statements supplied from the 
text of Dyer do no. concretely teach away from the motivation above, bu, merely suggest several 
potential mechanisms, of wh.ch some may have elements that complicate m W» taction. 
However, these potential complications do not amount to a teaching away from the present 
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drawn by AppHcant. For example, Applicants' cue the statement of Dye, that DS ,s to, 

p r ov.des»a very to basis for the condusion tha„„ v,., r„ the context of the narurally 
occurring gly—giycans, exogenous, ad— ed dextran su,fa,e nray no, have an 

covalently attached, ye, s,,U was dearly able ,o enhance vtral-specific entry rn this s,udy; ,h,s 
sp ecu 1 a, i on b y,heau,horssou g h„oprov i deapo,ent i a, reason as to why DS doesn', comp,e,ely 
restore wrld type levels of infection in GAG-mrnus ce,,, and does no, provide any reason ,o 

not dear how this statement would deter one of ordinary skill r„ the ar, from using DS ,o 

enhance viral-specific cell entry. 

Appiicants' further cite Dyer's statement that ,he effects of DS may no, detectable in 

effect on virai transfectio. However, i.is pointed out that the context inwhichthis statement 
appears in is the discussron of why Dyers' resuits are novel. Thrs statement is no, elaborated 
upMb y the authored followsamuch longer statement whereby a mechanism rs set forth that 
OS may be bound by scavenger receptors (tha, are themselves expressed on several cell types ,n 

v, o) tha, renders ,he eel, nrore susceptible ,o HSV-I mfectton, a situation that fairly suggests 

that the present invention may work in vivo. 
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Applicants- after final a— entered Berber 23, 2002, ctted a ***** •» 

of ceUs by enveloped vruses), but rather contrasted what they observed in mutant ceUs that lack 
stat es his surprise when comparing h,s resuits to what is known to happen in norma, cel., 

comparison hasatieast some validtty; tf such a comparrson was not appropriate, ,t would be hard 
t0 imagme the authors stating their surpnse. Dyer then tather dtscuss in some detat, a 
m echamsm that ratses the possibthty of, *o (Unction, said mechanism containing no mentton 
of possible interference by endogenous GAGs. 

F.nally in contrast to Applicants' contention that Dyer teaches away from the present 
mention, the introdncnon of Dyer contams a statement that there appears to be addition, non- 
GAG receptors that facilitate a produce infection; this suggests that an alternate non-GAG 
pathway may ex.st to he exploded ,n enhancmg viral-spectfic entry. Itwould appearthat 
Applicants arguments, wn.h depend solely on GAG mhibition of DS-med.ated enhancement fo 
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enhance viral specific cell entry in vivo. 

This is an RCE of applicant, earner Appl.ca.on No. 09,59,00, An — « *-« 

» lv THIS ACTION IS MADE FINAL even though it is a first act.cn in 

application. Accordingly, THIS AC i«i 

j.j n fthe extension of time policy as set 
this case. See MPEP § 706.07(b). Applicant is reminded of the 

forth in 37 CFR 1136(a). 

A shortened statutory period for reply to this fina, action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the endofthe™-MONTH shortened statuto. period, then the s— period 
W i„expireonthedate,he advisory action is mailed, and any extension fee pursuant to 37 
CFR1 n^wiUbecalculatedftomthemarhngdateoftheadvisoryaction. In no, ho W ever, 

this final action. 
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A„ y inquiry concerning this communicate or earlier communicates from ,he 
examrner should be directed to J. Douglas Schu.tz whose telephone number is 703-308-9355. 
The examiner can normally be reached on 8:00-4:30 M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, lohn L. LeGuyader can be reached on 703-308-0447. The fax phone numbers for the 
organize where thrs apphcate or proceeding is assigned are 703-305-30,4 for regular 
communications and 703-305-3014 for After Final communications. 

Any incu^y of a genera, nature or relating to the status of tins apphcation or proceedmg 
should be directed to the receptionist whose telephone number is 703-308-0196. 



James Douglas Schultz, PhD 
February 20, 2003 




